Thromboses containing fibrin clots were stained with FITC-conjugated fibrin antibody (green), and epineurial blood vessels were revealed by SMA (red) immunohistochemistry. In the epineurium of sural nerves, fibrin(+) clots were absent and SMA staining was minimal in control blood vessels (A), whereas there were fibrin(+) clots with markedly increased SMA staining (B) in diabetic blood vessels. Scale bars: 50 µm.
Fig. S2. Infiltration of inflammatory cells in diabetic nerves.

Inflammatory infiltration of macrophages, T cells, and B cells was investigated with CD68
(A-C), CD3 (D-F), and CD20 (G-I) immunostaining, respectively. (A,D,G) No inflammatory cells were noted in control nerves. (B,E,H) In diabetic nerves, macrophage infiltration was detectable in both the epineurium and endoneurium. T cells were mainly located near epineurial blood vessels. No B cells were detected in diabetic nerves. (C,F,I) Mouse spleen was used as a positive control. Scale bar: 100 µm (A-C and G-I); 50 µm (D-F).
Disease Models & Mechanisms 11: doi:10.1242/dmm.033647: Supplementary information Endoneurial capillaries were revealed by SMA (red). pERK1/2 (green) was mainly detected in the endothelial cell of endoneurial blood vessels, which showed similar expression patterns between control and diabetic nerves. Scale bar: 10 µm.
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Disease Models & Mechanisms 11: doi:10.1242/dmm.033647: Supplementary information Sural nerve biopsy sections were immunostained. Epineurial blood vessels were revealed by SMA (red). MK2 (green, A) and PTEN (green, B) showed minimal expression in the smooth muscle cells and endothelial cells of control subjects, but the expression was increased in the smooth muscle cells and endothelial cells of diabetic patients. Scale bars: 25 µm. Disease Models & Mechanisms 11: doi:10.1242/dmm.033647: Supplementary information 
Fig. S6. Western blots of molecular expression by silencing CD40 in HUVECs.
HUVECs were infected with CD40 shRNA (shCD40). Following lentiviral infection for 24 h, HUVECs were exposed to high-glucose (30 mM D-glucose) medium for 7 days. Western blot using anti-CD40, anti-MK2, anti-HIF-1α, and anti-PTEN antibodies confirmed the knockdown efficiency of CD40 and showed down-regulation of HIF-1α and PTEN, while the expression of MK2 remained unchanged by the knockdown of CD40. The mean results of three independent experiments (± s.d.) are shown, and the data were normalized using the amount of protein expression of a scrambled construct (SC). n.s. = not significant. *P < 0.05 by 1-way ANOVA with Dunnett's post hoc test.
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